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THYMIC DEPENDENCE OF TOLE-
RANCE IN VASCULARIZED COM-
POSITE TISSUE ALLOGRAFTS
UNDER CYCLOSPORINE A AND
AB-T CELL RECEPTOR MONOCLO-
NALANTIBODYPROTOCOL
Izycki D., Osawa T., Ozer K., Ozmen S.,
Mackiewicz J., Siemionow M.,
Zaktad Immunologii Nowotwor6w AM
w Poznaniu, Department of Plastic Surgery,
The Cleveland Clinic Foundation
Background: In our previous studies,
we have demonstrated that vascularized
composite tissue allograft transplants
treated with ab-TCR) monoclonal antibody
(mAb) and Cyclosporine A (CsA) for 7
days developed robust tolerance across
MHC barrier. In this paper we have
investigated the role of host thymus in the
induction of tolerance in rat hind-limb
allograft model.
Material and Methods. Five weeks old,
euthymic (group A) and thymectomized
(group B) Lewis recipients (LEW,RT11)
received vascularized hind-limb allografts
from Lewis-Brown-Norway (LBNfF1,
RT11+n) donors. Group IA (n=6) and IB
(n=6) and Group IIA (n=6) and liB (n=6)
served as the isograft and the allograft
control groups, respectively. Groups IliA
(n=5) IIIB (n=5) and IVA (n=5) and IVB
(n=5) received monotherapies of either ab-
TCR mAb or CsA for 7 days, respectively.
In Groups VA(n=6) and VB (n=6) a treat-
ment protocol of combined ab-TCR/CsA
was applied for 7 days . Mixed lymphocyte
reaction (MLR) and skin grafting were
performed· for the evaluation of the donor
specific tolerance in vitro and in vivo,
respectively. Flow cytometry analysis was
applied for the determination of the
efficacy of immunosuppressive treatment
and the presence of mixed donor specific,
hematopoietic chimerism.
Results. Combined treatment with ab-
TCR/CsA protocol resulted in indefinite
survival of the euthymic rats from group
VB (>100 days) and extended the survival
of the animals from group VA up to 51
days, post-transplant. MLR showed donor
specific tolerance in the group VA at day
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100. Flow cytometry revealed stable,
mUltilinege chimerism in the peripheral
blood of euthymic rats (CD4+/RT1 n-
17.3% and CD8+/RT11n-13.9%) and
transient chimerism in thymectiomized
limb allograft recipients.
Conclusions: Thymus is necessary for
the induction of donor specific tolerance
under ab-TCR/CsA protocol in
vascularized composite tissue allograft
model. Tolerogenic activity of the thymus
resulted in the creation of stable mixed
hematopoietic macrochimeric state within
recipient.
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RASE ACTIVITY AND EXPRESSION
IN LEUKEMIC CELLS
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Telomerase is a ribonucleoprotein com·
plex that allows cells to grow indefinitely
and it is believed that reactivation of telo-
merase plays an important role in immor-
talization and carcinogenesis. The aim of
this work was to analyze the telomerase
expression and activity along with telo-
mere length in leukemic cells at the mo-
ment of diagnosis and during therapy.
Cells were isolated from peri-pheral blood
and bone marrow of children with ALL and
ANNL. Controls included normal peripheral
blood lymphocytes and myeloblast cell line
K562. Telomerase expression has been
studied by RT-PCR using specific primers
for telomerase reverse trancriptase gene
(hTERT), telomerase template RNA (hTR)
and telomerase associated protein gene
(TP1). Telomerase repeat amplification
protocol-TRAP and PCR-ELISA (Roche)
were used for analysis of telomerase
activity. For studying telomere length Tela
TAGGG Telomere Length assay (Roche)
was used. High telomerase expression
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and activity has been found in cells of ALL
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K562. Only in some cases of peripheral
biood lymphocytes from healthy individuals
low telomerase expression and activity has
been detected. Chemiluminescent detec-
tion of terminal restriction fragments (TRF)
from DNA isolated from ALL cells showed
variable pattern of telomere length. The
ALL cell Cl;~peared to have both long and
short telomere lengths, in contrast to
normal lymphocytes producing limited
pattern of TRF (short telomeres).
The ANLL cells produced predominantly
short telomere pattern despite high
telomerase activity and expression.
Telomerase activity was diminished in
patients in remission during chemo-
therapy. Telomere length in ALL cells was
shorter in remission as compared to the
time of diagnosis. It can be concluded that
high telomerase activity and expression in
leukemic cells do not correlate with
telomere length (TRF pattern). Grant sup-
port: The work was sponsored by KBN




NA OSTRE BIAt.ACZKI NIELIMFO-
BLASTYCZNE
Jawniak D.\ Jawniak R.2, Malek M.\
Gorska M.1
1Klinika Hematoonkolo~ii i Transplantacji
Szpiku AM w Lublinie; Klinika Patologii
Noworodk6w, Niemowlqt i Kardiologii AM
w Lublinie
Zalozenia i eel pracy: Od dawna znany
jest wplyw wolnych rodnik6w tlenowych
(RTF) na mutagenez~. Celem naszej
pracy byta ocena potencjatu oksydacyj-
nego oznaczanego przez st~i:enie
malonylodialdehydu (MOA) na przebieg
kliniczny ostrych biataczek. Badano taki:e
aktywnosc przeciwutleniaczy takich jak
SOD, GPx, witamina E oraz catkowity
potencjat antyoksydacyjny (TAS).
Material i metody: Grup~ badanq sta-
nowHo 12 chorych (7 kobiet i 5 m~zczyzn)
na ostrq biataczk~ nielimfoblastycznq
leczonych w Klinice Hematoonkologii AM
w Lublinie. Srednia wieku wynosita
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49,6±15,2 lat (min-max: 27-74). St~zenie
MM. i, w..itamjD~ E. \.Y. Q.~.Zll. kr.wi QZDa:-
czono metodq fluorymetrycznq, natomiast
TAS w osoczu krwi i aktywnose SOD, GPX
we krwi petnej oznaczono metodq
kolorymetrycznq przy uzyciu odczynnik6w
Randox.
Wyniki: St~zenie MOA wahato si~
w granicach 1,16-5,28nmol/ml; srednio
3,36±1 ,29. Najwi~ksze jego st~zenie
obserwowano w podtypie M5 wg FAB
(4,75nmol/ml), natomiast najmniejsze
w podtypie M4 (3,09nmol/ml). U chorych
z hepatosplenomegaliq stwierdzono sta-
tystycznie znamiennq mniejszq aktywnose
sao 52,0 vs 95,12U/ml w grupie bez he-
patosplenomegalii. Zaobserwowano po-
nadto statystycznie istotne wydtuzenie
czasu przezycia w grupie chorych ze st~­
zeniem GPx ponizej 5,0 U/ml, kt6ry wy-
nosH 15,71±9,8 miesiqca. W grupie cho-
rych ze st~zeniem GPx powyzej 5,0 U/ml
czas przezycia wynosH 5,8±3,68 miesiqca.
Podobnq zalei:nose odnotowano w stosun-
ku do ocenianego czasu przezycia wolne-
go od choroby. W grupie chorych z matq
«5,OU/ml) aktywnosciq GPx ai: w 80%
przypadk6w uzyskano remisj~ catkowitq
po pierwszym kursie chemioterapii, nato-
miast w grupie z wi~kszq aktywnosciq GPx
ten odsetek wyni6st tylko 57. Bye moze
wi~c, zbyt duza aktywnosc GPx moze
skutecznie zmniejszye potencjal oksyda-
cyjny wyzwalany przez leki przeciwnowo-
tworowe i w tym mechanizmie zmniejszae
wrazliwose na chemioterapi~.
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Poradnia Hematologiczna - Poznan,
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Post~p, jaki w ostatnich latach dokonat
si~ w diagnostyce zaburzen uktadu krwio-
tw6rczego stwarza mozliwosci coraz sku-
teczniejszych interwencji terapeutycznych.
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